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What is claimed is: 



1 - A compound of the formula: 




or a pharmaceutical^ acceptable form thereof, wherein: 
A and B are independently CR 2 or N; 
X and Y are independently CR X or N; 

Rx is independently chosen at each occurrence from hydrogen, C,-C 6 alkyl, amino and cyano- 
R, represents from 0 to 3 substituents independently chosen from halogen, hydroxy, amino 
cyano, -COOH, aminocarbonyl, C,-C 6 alkyl, C.-Qalkoxy, C 2 -C 6 alkyl ether, C 2 - 
Cealkanoyl, C 3 -C 6 alkanone, C,-C 6 hydroxyalkyl, C.-Qhaloalkyl, Q-Qhaloalkoxy, mono- 
and dKC.-QalkyDamino, C.-Qalkylsulfonyl, mono- and dKC-QalkyDsulfonamido 
and mono- and di-(C,-C 6 alkyl)aminocarbonyl; 
Each R 2 is: 

(i) independently chosen from hydrogen, hydroxy, amino, cyano, halogen, C,- 
Qhaloalkyl, C^lkyl ether, Q-Qalkanoyl, C 3 -C 6 alkanone, mono- and di-( Cl - 
C 6 alkyl)aminoCo-C 4 alkyl, Q-Qalkylsulfonyl, mono- and di-( Cl - 
C 6 alkyl)sulfonamido, and mono- and dHQ-QalkyOaminocarbonyl; or 

(ii) taken together with an adjacent R 2 to form a fused 5- to 10-membered carbocyclic or 
heterocyclic group that is substituted with from 0 to 3 substituents independently 
chosen from halogen, oxo and Ci-Cealkyl; 

R3 is selected from: 

(i) hydrogen, hydroxy, halogen and C, -Qhaloalkyl; 

(ii) C-Csalkyl, (C 3 -C 8 cycloalkyI)Co-C 4 alkyI, phenyICo-C 4 alkyl and pyridylCo-Qalkyl; 
and 



and 

(iii) groups of the formula 
< ' R5 

^ or ^ L R7 

wherein 

L is a single covalent bond or Ci-C 6 alkylene; 
R5 and are: 
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(a) independently chosen from hydrogen, Ci-C 8 alkyl, (C 3 -C 8 cycloaIkyl)Co- 
C 4 alkyl, (3- to 7-membered heterocycloalkyl)C 0 -C 4 alkyl, C r C 8 alkenyl, C 2 - 
C 8 alkanoyl, phenylCo-C 6 alkyl, pyridylC 0 -C 6 alkyl and groups that are joined to L 
to form a 5- to 7-membered heterocycloalkyl, such that neither R 5 nor Re is phenyl 
or pyridy 1 if L is a bond; or 

(b) taken together to form a 5- to 7-membered heterocycloalkyl; and 

R 7 is Ci-C 8 alkyl, (C 3 -C 8 cycloalkyl)C 0 -C 4 alkyl, C r C 8 alkenyl, C 2 -C 8 alkanoyl, 
phenylC 0 -C 6 alkyl, pyridylC 0 -C 6 alkyl or a group that is joined to L to form a 5- to 
7-membered heterocycloalkyl; 
wherein each of (ii) and (iii) is substituted with from 0 to 4 substituents independently 
chosen from halogen, cyano, amino, hydroxy, oxo, d-C 6 alkyl, C 3 -C 8 cycloalkyl, C 2 - 
C 6 alkyl ether, Ci-C 6 aIkoxy, C 2 -C 6 alkanoyl, Ci-C 6 haloalkyl, mono- and di-(Ci- 
C 6 alkyl)amino, phenyl, 5- to 6-membered heteroaryl and 4- to 8-membered 
heterocycloalkyl, wherein each phenyl, heteroaryl and heterocycloalkyl is substituted 
with from 0 to 2 secondary substituents independently chosen from halogen, hydroxy, 
amino, cyano, Ci-C 4 alkyl, Ci-C 4 alkoxy and d-Qhaloalkyl; and 
R/i represents from 0 to 2 substituents independently chosen from oxo, Ci-C 4 alkyl, d- 
Qhaloalkyl. 

2. A compound or pharmaceutically acceptable form thereof according to claim 
1, wherein Rj represents from 0 to 2 substituents independently chosen from halogen, amino, 
cyano, -COOH, Ci-C 6 alkyl, Ci-C 6 alkoxy, d-C 6 haloalkyl, C,-C 6 alkyIsulfonyI and mono- and 
di-(Ci -C 6 alkyl)suIfonamido. 

3. A compound or pharmaceutically acceptable form thereof according to claim 
1, wherein Ri represents one substituent located ortho to the point of attachment. 

4. A compound or pharmaceutically acceptable form thereof according to claim 
3, wherein Ri is fluoro, chloro, cyano, methyl, trifluoromethyl or methylsulfonyl. 

5. A compound or pharmaceutically acceptable form thereof according to claim 
1, wherein R 3 is a group of the formula: 

< - R5 

wherein: 

L is a single covalent bond or Ci-C 4 alkylene; and 
R 5 and R6 are: 

(a) independently chosen from hydrogen, C r C 6 aIkyl and d-C 6 alkenyl; or 

(b) taken together to form a 5- to 7-membered heterocycloalkyl; 
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wherein each of which alky], alkenyl and heterocycloalkyl is substituted with from 0 to 3 
substituents independently chosen from halogen, amino, hydroxy, oxo, C,-C 4 alkyl, C 2 - 
C 4 alkyl ether, C,-C 4 alkoxy, C,-C4haloalkyl and mono- and di-(C,-C 4 alkyl)amino. 

6. A compound or pharmaceutical^ acceptable form thereof according to claim 
5, wherein R 3 is di(Ci-C 4 alkyl)aminoCo-C 2 alkyl. 

7. A compound or pharmaceutical^ acceptable form thereof according to claim 
5, wherein R 3 is pyrrolidinylC 0 -C 2 alkyl, morpholinylCo-C 2 alkyl, piperidinylCo-C 2 alkyl, 
piperazinylC 0 -C 2 aIkyl or azepanylCo-C 2 alkyl, each of which is substituted with from 0 to 3 
substituents independently chosen from halogen, cyano, amino, hydroxy and C,-C 4 alkyl. 

8. A compound or pharmaceutical^ acceptable form thereof according to claim 
1, wherein R 3 is a group of the formula: 

^ 7 wherein: 
L is a single covalent bond or C,-C 4 alkylene; and 

R 7 is hydrogen, C.-Qalkyl or phenylQ-Qalkyl, wherein each alkyl and phenylalkyl is 
substituted with from 0 to 3 substituents independently chosen from halogen, hydroxy, 
oxo, cyano, amino, C,-C 4 alkyl, C-Cghaloalkyl and C,-C 6 alkoxy. 

9. A compound or pharmaceutical^ acceptable form thereof according to claim 
1, wherein each R 2 is independently chosen from hydrogen, amino, cyano, halogen, C,- 
Qhaloalkyl, C r C 6 alkylsulfonyl and mono- and di-(C,-C 6 alkyl)sulfonamido. 

10. A compound or pharmaceutical^ acceptable form thereof according to claim 
1 , wherein A and B are CR 2 . 

11- A compound or pharmaceutically acceptable form thereof according to claim 
10, wherein the group represented by: 

R 2 R 2 R 2 




K 2 is 
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12. A compound or pharmaceutically acceptable form thereof according to claim 
11, wherein: 

< is selected from: phenyl, 3,4-difluorophenyl, 3,4-dichlorophenyl, 4- 

fluorophenyl, 4-chlorophenyl, 3-fluorophenyl, 3-chlorophenyl, 4- 

trifluoromethylphenyl, 3- trifluoromethylphenyl, para-tolyl, meta-tolyl, 4- 

methoxyphenyl, 3-methoxyphenyl, 4-terr-butylphenyl, 3-ter/-butylphenyl, 4- 
cyanophenyl, 3-cyanophenyl, and l,2,2,2»tetrafluoro-l-trifluoromethyl-ethyl. 

13. A compound or pharmaceutically acceptable form thereof according to claim 
1, wherein X is N. 

14. A compound or pharmaceutically acceptable form thereof according to claim 
1, wherein Y is N. 

15. A compound or pharmaceutically acceptable form thereof according to claim 
1, wherein the compound has the formula: 

HN 

f R 2 
Y^N 

Ria ^N^X^Ra 

.A 

wherein: 

Ri a is halogen, amino, cyano, -COOH, Ci-C 6 alkyl, Ci-C 6 alkoxy, d-Cshaloalkyl, d- 

Cealkylsulfpnyl or mono- or di-(Ci-C 6 alkyl)sulfonamido; 
Rib is hydrogen, halogen, amino, hydroxy, cyano, -COOH, aminocarbonyl, C r C 4 alkyl, C r 

C 4 alkoxy, Ci-C 6 hydroxyalkyl or Ci-C 4 haloalkyl; and 
R4 a is hydrogen or methyl. 

16. A compound or pharmaceutically acceptable form thereof according to claim 
15, wherein: 

Ria is fluoro, chloro, cyano, methyl or trifluoromethyl; 

each R 2 is independently chosen from hydrogen, halogen, cyano and Ci-Gthaloalkyl; and 
R 3 is mono- or di-(Ci-C 6 alkyI)aminoC<rC 2 alkyl, C 2 -C 4 alkyl ether, pyrrolidinylCo-C 2 alkyl, 
morpholinylCo-C 2 a!kyl, piperidinylCo-C 2 alkyl, piperaziny!C 0 -C 2 alkyl or benzyloxyQr 
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C 2 alkyl, each of which is substituted with from 0 to 2 substituents independently chosen 
from halogen, amino, hydroxy, C,-C 4 alkyl, cyano, C,-C 4 alkoxy, C,-C 4 haloalkyl and 
mono- and di-(C,-C 6 alkyl)amino. 

17. A compound or pharmaceutical^ acceptable form thereof according to claim 
1, wherein the compound exhibits no detectable agonist activity in an in vitro assay of 
capsaicin receptor agonism. 



1 8. A compound of the formula: 



R 2 ^ 2 




JL R 2 



or a pharmaceutically acceptable form thereof, wherein: 

A and B are independently CR 2 or N; 

DisCHorN; 

X, Y and Z are independently CR X or N, such that at least one of X, Y and Z is N; 

R x is independently chosen at each occurrence from hydrogen, C,-C 6 alkyl, amino' and cyano; 

Ri represents from 0 to 3 substituents independently chosen from halogen, hydroxy, amino, 
cyano, -COOH, aminocarbonyl, C,-C 6 alkyl, C,-C 6 alkoxy, C 2 -C 6 alkyl ether, C 2 ' 
Qalkanoyl, C 3 -C 6 aIkanone, C,-C 6 hydroxyalkyl, C-C^aloalkyl, Q-Qhaloalkoxy, mono- 
and di-(C,-C 6 alkyl)amino, C,-C 6 alkylsulfonyl, mono- and di-CC-CealkyDsulfonamido, 
and monor and di-(Ci-C6alkyl)aminocarbonyl; , 

Each R 2 is: . 

(i) independently chosen from hydrogen, hydroxy, amino, cyano, nitro, halogen, C,- 
Cealkyl, C 3 -C 8 cycloalkyl, Q-Qhaloalkyl, C,-C 6 alkoxy, C.-Qhaloalkoxy, C 2 -C 6 alkyl 
ether, C-C^lkoxycarbonyl, C 2 -C 6 alkanoyl, C3-C6alkanone, C,-C 6 hydroxyalkyl, C,- 
Qcyanoalkyl, C-Qaminoalkyl, mono- and di-(C,-C 6 alkyl)aminoCo-C 4 alkyI, C,- 
Cealkylsulfonyl, mono- and di-(C,-C 6 alkyl)sulfonamido, mono- and di-(C,- 
C 6 aIkyl)aminocarbonyl and (4- to 8-membered heterocycloalkyl)Co-C 4 alkyl; or 

(ii) taken together with an adjacent R 2 to form a fused 5- to 10-membered carbocyclic or 
heterocyclic group that is substituted with from 0 to 3 substituents independently chosen 
from halogen, oxo and Q -Chalky 1; 

R3 is selected from: 
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(i) hydrogen, hydroxy, halogen, cyano and Cpdhaloaikyl; 

(ii) Ci-C 6 alkyl, (C 3 -C 8 cycloalkyl)C 0 -C 4 a]kyl, phenyIC 0 -C 4 alkyl and pyridyICo-C 4 alkyl; 
and 

(iii) groups of the formula: 
wherein 

L is a single covalent bond or Ci-C 6 alkylene; 
R 5 and R6 are: 

(a) independently chosen from hydrogen, Ci-C 8 alkyl, C r C 8 alkenyl, C 2 - 
Cgalkanoyl, (C 3 -C 8 cycloalkyl)C 0 -C 4 alkyl, (3- to 7-membered heterocycloalkyl)Co- 
C 4 alkyl, phenylCo-Cealkyl, pyridylC 0 -C 6 alkyl and groups that are joined to L to 
form a 5- to 7-membered heterocycloalkyl; or 

(b) taken together to form a 5- to 7-membered heterocycloalkyl; and 

R 7 is C,-C 8 alkyl, (C 3 -C 8 cycIoalkyl)Co-C 4 alkyl, d-Qalkenyl, C 2 -C 8 alkanoyl, 
phenylCo-C 6 alkyl, pyridylQrdalkyl or a group that is joined to L to form a 5- to 
7-membered heterocycloalkyl; 
wherein each of (ii) and (iii) is substituted on from 0 to 3 carbon atoms with substituents 
independently chosen from halogen, cyano, amino, hydroxy, oxo, d-C 6 aIkyl, C 3 - 
Qcycloalkyl, C 2 -C 6 alkyl ether, d-C 6 alkoxy, C 2 -C 6 alkanoyl, d-C 6 haloalkyl, mono- and 
di-(Ci-C 6 alkyl)amino, phenyl, 5- to 6-membered heteroaryl and 4- to 8-membered 
heterocycloalkyl, wherein each phenyl, heteroaryl and heterocycloalkyl is substituted 
with from 0 to 2 secondary substituents independently chosen from halogen, hydroxy, 
amino, cyano, d-C 4 alkyl, d-Qalkoxy and Q-Qhaloalkyl; and 
Ria is methyl or CihaloalkyL 

19. A compound or pharmaceutical^ acceptable form thereof according to claim 
18, wherein D is N. 

20. A compound or pharmaceuticially acceptable form thereof according to claim 
18, wherein Z is N. 

.21. - A compound or pharmaceutically acceptable form thereof according to claim 
18, wherein Rj represents from 0 to 2 substituents independently chosen from halogen, 
amino, cyano, -COOH, Ci-C 6 alkyl, Ci-C 6 alkoxy, Ci-C 6 haloalkyl, Ci-Qalkylsulfonyl and 
mono- and di-(C i -Chalky l)sulfonamido. 
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22. A compound or pharmaceutically acceptable form thereof according to claim 
18, wherein R, represents one substituent located ortho to the point of attachment. 

23. A compound or pharmaceutically acceptable form thereof according to claim 
22, wherein R, is fluoro, chloro, cyano, methyl, trifluoromethyl or methylsulfonyl. 

24. A compound or pharmaceutically acceptable form thereof according to claim 
1 8, wherein R 3 is a group of the formula: 

wherein: 

L is a single covalent bond or Ci-C 4 alkylene; and 
Rs and R$ are: 

(a) independently chosen from hydrogen, C-Qalkyl and C,-Q#Ikenyl; or 

(b) taken together to form a 5- to 7-membered heterocycloalkyl; 

wherein each of which alkyl, alkenyl and heterocycloalkyl is substituted with from 0 to 3 
substituents independently chosen from halogen, amino, hydroxy, oxo, C,-C 4 alkyl, C 2 - 
C 4 alkyl ether, C,-C 4 alkoxy, C 1 -C 4 haloalkyl and mono- and dHQ-QalkyOamino. 

25. A compound or pharmaceutically acceptable form thereof according to claim 
24, wherein R 3 is di(C,-C 4 alkyl)aminoCo-C 2 alkyl. 

26. A compound or pharmaceutically acceptable form thereof according to claim 
24, wherein R 3 is pyrrolidinylC 0 -C 2 alkyl, morpholinylCo-C 2 alkyl, piperidinylC 0 -C 2 alkyl, 
piperazinylC 0 -C 2 alkyI or azepanylCo-C 2 alkyl, each of which is substituted with from 0 to 3 
substituents independently chosen from halogen, cyano, amino, hydroxy and C.-Qalkyl. 

27. A compound or pharmaceutically acceptable form thereof according to claim 
1 8, wherein R 3 is a group of the formula: 

7 wherein: 

L is a single covalent bond or C|-C 4 alkylene; and 

R 7 is hydrogen, C,-C 6 alkyl or phenylCo-Cealkyl, wherein each alkyl and phenylalkyl is 
substituted with from 0 to 3 substituents independently chosen from halogen, hydroxy, 
oxo, cyano, amino, C,-C 4 alkyl, C-Qhaloalkyl and C,-C 6 alkoxy. 

28. A compound or pharmaceutically acceptable form thereof according to claim 
18, wherein each R 2 is independently chosen from hydrogen, amino, cyano, halogen, C,- 
Qalkyl, C 3 -C 8 cycloalkyl, C.-Qhaloalkyl, C 2 -Qalkyl ether, C,-C 6 alkoxy, C.-Qhaloalkoxy 
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Ci-C 6 hydroxyalkyl, Ci-C 6 cyanoalkyl, Ci -Chalky Isulfonyl and mono- and di-(C r 
C6aIkyl)sulfonamido. 

29. A compound or pharmaceutically acceptable form thereof according to claim 
1 8, wherein A and B are CR 2 . 

30. A compound or pharmaceutically acceptable form thereof according to claim 
29, wherein the group represented by: 



31. A compound or pharmaceutically acceptable form thereof according to claim 
30, wherein: 



fluorophenyl, 4-chIorophenyl, 3 -fluorophenyl, 3-chlorophenyl, 4-trifluoromethylphenyl, 
3- trifluoromethylphenyl, ^arra-tolyl, meta-tolyl, 4-methoxyphenyl, 3-methoxyphenyl, 4- 
fer/-butylphenyl, 3-/err-butylphenyl, 4-cyanophenyl, 3-cyanophenyl, and 1,2,2,2- 
tetrafluoro-l-frifluoromethyl-ethyl . 

32. A compound or pharmaceutically acceptable form thereof according to claim 
18, wherein X is N. 

33. A compound or pharmaceutically acceptable form thereof according to claim 
18, wherein Y is N. 

34. A compound or pharmaceutically acceptable form thereof according to claim 
1 8, wherein Z and X are N. 





is selected from: phenyl, 3,4-difluorophenyl, 3,4-dichlorophenyl, 4- 



92 



WO 2005/007646 



PCT/US2004/022326 



35. A compound or pharmaceutical^ acceptable form thereof according to claim 
18, wherein the compound has the formula: 

Ria f^V^R. 
A^N^V/ CH3 

R 

wherein R la is halogen, amino, cyano, -COOH, C,-C 6 alkyl, C,-C 6 alkoxy, C,-C 6 haloalkyl, C t - 

Csalkylsulfonyl or mono- or di-(C,-C 6 alkyI)sulfonamido; and 
Rib is hydrogen, halogen, amino, hydroxy, cyano, -COOH, aminocarbonyl, C,-C 4 alkyl, C,- 

C 4 alkoxy, C,-C 6 hydroxyalkyl or Ci-C 4 haloalkyl. 

36. A compound or pharmaceutical^ acceptable form thereof according to claim 
35, wherein: 

Ria is fluoro, chloro, cyano, methyl or trifluoromethyl; 

each R 2 is independently chosen from hydrogen, halogen, cyano, C,-C 4 alkyl, C r C 4 alkoxy 
and Ci-C 4 haloalkyl; and 

R 3 is mono- or di-(C,-C 6 alkyl)amino(VC 2 alkyI, C 2 -C 4 alkyl ether, pyrrolidinylCo-C 2 aIkyl, 
morpholinylCo-C 2 alkyl, piperidinyIC 0 -C 2 alkyl, piperazinylC 0 -C 2 alkyl or benzyloxyC 0 - 
C 2 alkyl, each of which is substituted with from 0 to 2 substituents independently chosen 
from halogen, amino, hydroxy, C,-C 4 alkyl, cyano, C,-C 4 alkoxy, d-C^aloalkyl and 
mono- and di-(Ci-C 6 alkyl)amino. 

37. A compound or pharmaceutical^ acceptable foim thereof according to claim 
18, wherein the compound exhibits no detectable agonist activity in an in vitro assay of 
capsaicin receptor agonism. 



38. A compound of the formula: 



HN- Ar 2 



R 4 

4 >TN^X^R3a 



or a pharmaceutical^ acceptable form thereof, wherein: 

Ar, and Ar 2 are independently chosen from phenyl, naphthyl and 5- to 10-membered 
aromatic heterocycles, each of which is substituted with from 0 to 4 substituents 
independently chosen from halogen, cyano, amino, hydroxy, nitro, -COOH, 



93 



WO 2005/007646 



PCT/US2004/022326 



aminocarbonyl, Ci-Qalkyl, C 3 -C 8 cycloalkyl, C 2 -C 6 alkyl ether, d-C 6 alkoxy, d- 
C 6 alkoxycarbonyl, Ci-C 6 haloalkoxy, C 2 -C 6 alkanoyl, d-Q>aIkanone, Cj-Qhydroxyalkyl, 
C r C 6 haloalkyl, Ci-C 6 hydroxyalkyl, C r C 6 cyanoalkyI, d-Q>aminoalkyl, C r 
C 6 alkyIsulfonyl, mono- and di-(Ci-C 6 aIkyl)sulfonamido, mono- and di-(Q- 
C 6 alkyl)aminocarbonyl, mono- and di-(Ci-C6aIkyl)aminoCo-C 4 alkyI and (4- to 8- 
membered heterocycloaIkyl)Co-C 4 alkyl; 

X, Y and Z are independently CR X or N, such that at least one of X, Y and Z is N; 

R x is independently chosen at each occurrence from hydrogen, d-Cealkyl, amino and cyano; 

R 3 a is selected from: 

(i) hydroxy, halogen and Ci-C 6 haloalkyl; 

(ii) C r C 6 alkyI, (C 3 -C 8 cycloalkyl)Co-C 4 alkyl, phenylC 0 -C 4 alkyl and pyridylCo-C 4 alkyl; 
and 

(iii) groups of the formula 
wherein 

L is a single covalent bond or d-Q>alkyl; 
M is C,-C 6 alkyl; 
Rs and Rs are: 

(a) independently chosen from hydrogen, d-dalkyl, d-dalkenyl, C 2 - 
Qalkanoyl, (C 3 -C 8 cycloalkyl)C 0 -C 4 alkyl, (3- to 7-iiiembered heterocycloalkyl)C 0 - 
Qalkyl, phenylC 0 -C 6 alkyl, pyridylCo-C 6 alkyl and groups that are joined to M to 
form a 5- to 7-membered heterocycloalkyl; or 

(b) taken together to form a 5- to 7-membered heterocycloalkyl; and 

R 7 is Ci-CgalkyI, (C 3 -C 8 cycloalkyl)Co-C 4 alkyl, Ci-C 8 alkenyl, C 2 -C 8 alkanoyl, 
phenylC 0 -C 6 aIkyl, pyridylCo-C 6 alkyl or a group that is joined to L to form a 5- to 
7-membered heterocycloalkyl; 
wherein each of (ii) and (iii) is substituted with from 0 to 4 substituents independently 
chosen from halogen, cyano, amino, hydroxy, C r C 6 alkyl, C 3 -C 8 cycloalkyl, C 2 -C 6 alkyl 
ether, d-C 6 alkoxy, C 2 -C 6 alkanoyl, Ci-C 6 haloalkyl, mono- and di-(d-dalkyl)amino, 
phenyl, 5- to 6-membered heteroaryl and 4- to 8-membered heterocycloalkyl, wherein 
each phenyl, heteroaryl and heterocycloalkyl is substituted with from 0 to 2 secondary 
substituents independently chosen from halogen, hydroxy, amino, cyano, Ci-C 4 alkyl, Q- 
C 4 alkoxy and d-Qhaloalkyl; and 
R 4 represents from 0 to 2 Ci^alkyl substituents. 

39. A compound or pharmaceutically acceptable form thereof according to claim 
38, wherein R 3a is halogen, d-Q>alkyl or (C 3 -C 8 cycloalkyl)C 0 -C 4 alkyl. 
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40. A compound or pharmaceutically acceptable form thereof according to claim 
38, wherein R 3a is a group of the formula: . 

L R 7 wherein: 
L is a single covalent bond or C r C 4 alkylene; and 

R 7 is hydrogen, C-Qalkyl or P henylC 0 -C 6 alkyI, wherein each alkyl and phenylalkyl is 
substituted with from 0 to 3 substituents independently chosen from halogen, hydroxy, 
cyano, amino, C,-C 4 alkyl, C,-C 6 haloalkyl and C,-C 6 alkoxy. 

41. A compound or pharmaceutically acceptable form thereof according to claim 
40, wherein R 3a is Cj-Qalkyl ether or benzyloxy, each of which is substituted with from 0 to 
2 substituents independently chosen from halogen, C,-C 4 alkyl, cyano and C.-Qhaloalkyl. 

42. A compound or pharmaceutically acceptable form thereof according to claim 
40, wherein R 3a is QrCgalkyl ether or benzyloxy, each of which is optionally substituted with 
CI, F or trifluoromethyl. 

43. A compound or pharmaceutically acceptable form thereof according to claim 
38, wherein X is N. 

44. A compound or pharmaceutically acceptable form thereof according to claim 
38, wherein Y is N. 

45 . A compound or pharmaceutically acceptable form thereof according to claim 
38, having the formula: 

R 2 J?* 




HN-VA D 



Y'^Z 



wherein: 

A and B are independently CR 2 or N; 
DisCHorN; 

R, represents from 0 to 3 substituents independently chosen from halogen, hydroxy/amino, 
cyano, -COOH, aminocarbonyl, C.-Qjalkyl, C-Csalkoxy, Ca-Cgalkyl ether, C 2 - 
C 6 alkanoyl, C 3 -C 6 alkanone, C,-C 6 hydroxyalkyl, C ■-Cehaloalkyl, CrQhaloalkoxy, mono- 



95 



WO 2005/007646 



PCT/US2004/022326 



and di-(C|-C6alkyl)amino, Ci-Qalkylsulfonyl, mono- and di-(Ci-C6alkyl)su!fonamido, 
and mono- and di-(Ci-C6alkyl)aminocarbonyl; 

Each R2 is independently hydrogen, halogen, cyano, amino, hydroxy, nitro, Q -Chalky I, C 3 - 
Cgcycloalkyl, C 2 -C 6 alkyl ether, Ci-C 6 alkoxy, Ci-C 6 alkoxycarbonyl, Q-Qhaloalkoxy, C 2 - 
C 6 alkanoyl, C 3 -C6alkanone, C|-C6haloalkyl, Q-Cehydroxyalkyl, Ci-C6cyanoalkyl, C r 
C6aminoalkyl, Ci-Csalkylsulfonyl, mono- or di-(Ci-C6alkyl)sulfonamido, mono- or di- 
(Ci-C6alkyl)aminocarbonyl, mono- or di-(Ci-C6alkyl)aminoC 0 -C 4 alkyl or (4- to 8- 
membered heterocycloalkyl)Co-C4alkyl; and 

R4a is hydrogen, oxo, methyl or Cihaloalkyl. 

46. A compound or pharmaceutically acceptable form thereof according to claim 
45, wherein D is N. 

47. A compound or pharmaceutically acceptable form thereof accor<iing to claim 
45, wherein Ri represents from 0 to 2 substituents independently chosen from halogen, 
amino, cyano, -COOH, Ci-C6alkyl, CrC6haloalkyl, Ci-C 6 alkylsulfonyl and mono- and di- 
(C 1 -Cealky l)sulfonamido. 

48. A compound or pharmaceutical^ acceptable form thereof according to claim 
45, wherein Ri represents one substituent located ortho to the point of attachment. 

49. A compound or pharmaceutical^ acceptable form thereof according to claim 

48, wherein Ri is halogen, amino, cyano, Q-Cealkyl, Ci-C 6 aIkoxy, Ci-C 6 haloalkyl, Ci- 
Cealkylsulfonyl or mono- or di-(Ci-C6alkyl)sulfonamido. 

50. A compound or pharmaceutically acceptable form thereof according to claim 

49, wherein Ri is fluoro, chloro, cyano, methyl, trifluoromethyl or methylsulfonyl. 

51. A compound or pharmaceutically acceptable form thereof according to claim 
45, wherein each R 2 is independently chosen from hydrogen, halogen, cyano, amino, Q- 
C 6 alkyl, C 3 -C 8 cycloalkyl, C 2 -C 6 alkyl ether, Ci-C 6 alkoxy, Ci-C 6 haloalkyl, C r C 6 haloalkoxy, 
Ci-C6hydroxyalkyl, Ci-C6cyanoalkyl, Ci-C6alkylsulfonyl and mono- and di-(Ci- 
C6alkyl)sulfonamido. 

52. A compound or pharmaceutically acceptable form thereof according to claim 
51, wherein each R 2 is independently chosen from hydrogen, amino, cyano, halogen, Ci- 
Qihaloalkyl, Ci-C6alkylsulfonyl and mono- and di-(Ci-C6alkyl)sulfonamido. 
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53. A compound or pharmaceutically acceptable form thereof according to claim 
45, wherein A is CH and B is CR 2 . 

54. A compound or pharmaceutically acceptable form thereof according to claim 
45, wherein the group represented by: 

R 2 J* 2 > 

55 . A compound or pharmaceutically acceptable form thereof according to claim 
54, wherein: 

R 2 

y z 

is selected from: phenyl, 3,4-difluorophenyl, 3,4-dichlorophenyl, 4- 
fluorophenyl, 4-chlorophenyl, 3-fluorophenyl, 3-chlorophenyl, 4-trifluoromethylphenyl, 
3- trifluoromethylphenyl, para-tolyl, weto-tolyl, 4-methoxyphenyI, 3-methoxyphenyl, 4- 
ter/-butylphenyl, 3-tert-butylphenyl, 4-cyanophenyl, 3-cyanophenyl, and 1,2,2,2- 
tetrafluoro-l-trifluoromethyl-ethyl . 

56. A compound or pharmaceutically acceptable form thereof according to claim 
49, wherein: 

Ri is fluoro, chloro, cyano, methyl or trifluoromethyl; 

each R 2 is independently chosen from hydrogen, halogen, cyano, C,-C 4 alkoxy and C,- 
C 4 haloalkyl; and 

Rsa is Ca-Cealkyl ether or benzyloxy, each of which is substituted with from 0 to 2 
substituents independently chosen from halogen, C,-C 4 alkyl, cyano and Ci-C 4 haloalkyl. 

57. A compound or pharmaceutically acceptable form thereof according to claim 
45, wherein die compound exhibits no detectable agonist activity in an in vitro assay of 
capsaicin receptor agonism. 

58. A compound or pharmaceutically acceptable form thereof according to any one 
of claims 1, 18 or 38, wherein the compound has an IC 50 value of 1 micromolar or less in a 
capsaicin receptor calcium mobilization assay. 

59. A compound or pharmaceutically acceptable form thereof according to any one 
of claims 1, 18 or 38, wherein the compound has an IC 50 value of 100 nanomolar or less in a 
capsaicin receptor calcium mobilization assay. 
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60. A compound or pharmaceutical acceptable form thereof according to any one 
of claims 1, 18 or 38, wherein the compound has an IC 50 value of 10 nanomolar or less in a 
capsaicin receptor calcium mobilization assay. 

61. A pharmaceutical composition, comprising at least one compound or 
pharmaceutical^ acceptable form thereof according to any one of claims 1, . 18 or 38 in 
combination with a physiologically acceptable carrier or excipient. 

62. A pharmaceutical composition according to claim 61 wherein the composition is 
formulated as an injectible fluid, an aerosol, a cream, a gel, a pill, a capsule, a syrup or a 
transdermal patch. 

63. A method for reducing calcium conductance of a cellular capsaicin receptor, 
comprising contacting a cell expressing a capsaicin receptor with at least one compound 
having the formula: 

HN- Ar 2 



R Y 2 



3 



or a pharmaceutical^ acceptable form thereof, wherein 

Ar, and Ar 2 are independently chosen from phenyl, naphthyl and 5- to 10-membered 
aromatic heterocycles, each of which is substituted with from 0 to 4 substituents 
independently chosen from halogen, cyano, amino, hydroxy, nitro, -COOH, 
aminocarbonyl, Ci-C 6 alkyl, C 3 -C 8 cycloalkyl, C 2 -C 6 alkyl ether, d-C 6 alkoxy, d- 
C 6 alkoxycarbonyl, Ci-C 6 haloalkoxy, C 2 -C 6 alkanoyl, C 3 -C 6 alkanone, C r C 6 hydroxyaIkyl, 
C r C 6 haloalkyl, C r C 6 hydroxyalkyl, C,-C 6 cyanoalkyl, Ci-C 6 aminoalkyl, C,- 
C 6 aIkylsulfonyl, mono- and di-(Ci-C 6 alkyl)sulfonamido, mono- and di-(Q- 
(^lkyl)aminocarbonyl, mono- and di-(Ci-C6alkyl)aminoCo-C 4 alkyl and (4- to 8- 
membered heterocycloalkyl)Co-C 4 alkyl; 

X, Y and Z are independently CR X or N, such that at least one of X, Y and Z is N; 

R x is independently chosen at each occurrence from hydrogen, Ci-C6alkyl, amino and cyano; 

R3 is selected from: 

(i) hydrogen, hydroxy, halogen and Ci-C 6 haloaIkyl; 

(ii) Ci-Qalkyl, (C3-C 8 cycloalkyl)Co-C 4 alkyl, pheny!Co-C 4 alkyl and pyridylCo-C 4 alkyl; 
and 

(iii) groups of the formula 
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wherein 

L is a single covalent bond or Ci-C 6 alkylene; 
Rs and R<s are: 

(a) independently chosen from hydrogen, Ci-C 8 alkyl, Ci-C 8 alkenyl, C 2 - 
Cgalkanoyl, (C 3 -C8cycloalkyl)Co-C 4 alkyl, (3- to 7-membered heterocycIoalkyl)Co- 
Qalkyl, phenylC 0 -C 6 alkyl, pyridylCo-Cgalkyl and groups that are joined to L to 
form a 5- to 7-membered heterocycloalkyl; or 

(b) taken together to form a 5- to 7-membered heterocycloalkyl; and 

R 7 is C-CgalkyI, (C3-C 8 cycloaIkyl)Co-C 4 alkyl, C-Qalkenyl, C^Cgalkanoyl, 
phenylCo-Cgalkyl, pyridylC 0 -C 6 alkyl or a group that is joined to L to form a 5- to 
7-membered heterocycloalkyl; 
wherein each of (ii) and (iii) is substituted with from 0 to 4 substituents independently 
chosen from halogen, cyano, amino, hydroxy, oxo, C,-C 6 alkyl, C^-Qcycloalkyl, C 2 - 
Cealkyl ether, C,-C 6 alkoxy, C 2 -C 6 alkanoyI, Q-Qhaloalkyl, mono- and di-(C,- 
CgalkyOamino, phenyl, 5- to 6-membered heteroaryl and 4- to 8-membered 
heterocycloalkyl, wherein each phenyl, heteroaryl and heterocycloalkyl is substituted 
with from 0 to 2 secondary substituents independently chosen from halogen, hydroxy, 
amino, cyano, Ci-C 4 alkyl, Ci-C 4 alkoxy and C,-C 4 haloalkyl; and 
R» represents from 0 to 2 substituents independently chosen from oxo, C,-C 4 alkyl, C,- 
Qhaloalkyl; 

and thereby reducing calcium conductance of the capsaicin receptor. 

64. A method according to claim 63, wherein the cell is contacted in vivo in an 

animal. 

65. A method according to claim 64, wherein the cello is a neuronal cell. 

66. A method according to claim 64, wherein the cell is a urothelial cell. 

67. A method according to claim 64, wherein during contact the compound is 
present within a body fluid of the animal. 

68. A method according to claim 67, wherein the compound or pharmaceutically 
acceptable form thereof is present in the blood of the animal at a concentration of 1 
micromolar or less. 

69. A method according to claim 68, wherein the compound is" present in the 
blood of the animal at a concentration of 500 nanomolar or less. 
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70. A method according to claim 69, wherein the compound is present in the 
blood of the animal at a concentration of 100 nanomolar or less. 

71. A method according to claim 64, wherein the animal is a human. 

72. A method according to claim 64, wherein the compound or pharmaceutical^ 
acceptable form thereof is administered orally. 

73. A method according to claim 63, wherein the compound is a compound 
according to claim 1 . 

74. A method according to claim 63, wherein the compound is a compound 
according to claim 18. 

75. A method according to claim 63, wherein the compound is a compound 
according to claim 38. 

76. A method for inhibiting binding of vanilloid ligand to a capsaicin receptor in 
vitro, the method comprising contacting capsaicin receptor with at least one compound 
having the formula: 

R Y ^ Z 
or a pharmaceutical^ acceptable form thereof, wherein 

Ari and Ar 2 are independently chosen from phenyl, naphthyl and 5- to 10-membered 
aromatic heterocycles, each of which is substituted with from 0 to 4 substituents 
independently chosen from halogen, cyano, amino, hydroxy, nitro, -COOH, 
aminocarbonyl, C r C6alkyl, C 3 -C 8 cycloalkyl, C 2 -C 6 alkyl ether, d-C^lkoxy, d- 

... C 6 alkoxycarbonyl, Ct-Gghaloalkoxy, C 2 -C 6 alkanoyl, C3-C 6 alkanone, Ci-Qhydroxyalkyl, 
C r C 6 haloalkyl, Ci-C 6 hydroxyalkyl, d-C 6 cyanoalkyl, C,-C 6 aminoalkyl, C,- 
C 6 alkylsulfonyl, mono- and di-(C r C 6 alkyl)sulfonamido, mono- and di-(d- 
C6alkyl)aminocarbonyl, mono- and di^Ci-CealkyOaminoCo-CAalkyl and (4- to 8- 
membered heterocycloalkyl)Co-C4alkyl; 

X, Y and Z are independently CR X or N, such that at least one of X, Y and Z is N; 

R x is independently chosen at each occurrence from hydrogen, Ci-C 6 alkyl, amino and cyano; 

R3 is selected from: 

(i) hydrogen, hydroxy, halogen and Ci-C6haloalkyl; 
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(ii) C-Qalkyl, (C3-C 8 cycloalkyl)Co-C 4 alkyl, phenylCo-C 4 alkyl and pyridylCo-C 4 aIkyl; 
' and 

(iii) groups of the formula 
wherein 

L is a single covalent bond or Ci-C 6 alkylene; 
Rs andR$ are: 

(a) independently chosen from hydrogen, d-C 8 alkyl, C r C 8 alkenyl, C 2 - 
Qalkanoyl, (C 3 -C 8 cycloalkyl)Co-C 4 alkyl, (3- to 7-membered heterocycloalkyl)Qr 
C 4 alkyl, phenylC 0 -C 6 alkyl, pyridylCo-C 6 aIkyl and groups that are joined to L to 
form a 5- to 7-membered heterocycloalkyl; or 

(b) taken together to form a 5- to 7-membered heterocycloalkyl; and 

R7 is C,-C 8 alkyl, (C 3 -C8cycloalkyl)Co-C 4 alkyl 5 Q-Cgalkenyl, C 2 -C 8 alkanoyl, 
phenylCo-Cealkyl, pyridylCo-Qalkyl or a group that is joined to L to form a 5- to 
7-membered heterocycloalkyl; 
wherein each of (ii) and (iii) is substituted with from 0 to 4 substituents independently 
chosen from halogen, cyano, amino, hydroxy, oxo, Cj-C 6 alkyl, C 3 -C 8 cycloalkyl, C 2 - 
C 6 alkyl ether, C,-C 6 alkoxy, Ca-QalkanoyI, Ci-C 6 haloalkyI, mono- and di-(C r 
C 6 alkyl)amino, phenyl, 5- to 6-membered heteroaryl and 4- to 8-membered 
heterocycloalkyl, wherein each phenyl, heteroaryl and heterocycloalkyl is substituted 
with from 0 to 2 secondary substituents independently chosen from halogen, hydroxy, 
amino, cyano, C 1 -C 4 alkyl, Cj-Qalkoxy and Ci-C^aloalkyl; and 
R4 represents from 0 to 2 substituents independently chosen from oxo, Q-Qalkyl, Q- 
C 4 haloalkyl; 

under conditions and in an amount sufficient to detectably inhibit vanilloid ligand binding to 
capsaicin receptor. 

.77. A method according to claim 76, wherein the compound is a compound 
according to claim 1 . 

78. A method according to claim 76, wherein the compound is a compound 
according to claim 18. 

79. A method according to claim 76, wherein the compound is a compound 
according to claim 38. 
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80. A method for inhibiting binding of vanilloid Hgand to a capsaicin receptor in a 
patient, the method comprising contacting cells expressing capsaicin receptor with at least 
one compound having the formula: 

HN- Ar 2 
R Y ^ Z 

Ar/^ 

or a pharmaceutically acceptable form thereof wherein 

Ar, and Ar 2 are independently chosen from phenyl, naphthyl and 5- to 10-membered 
aromatic heterocycles, each of which is substituted with from 0 to 4 substituents 
independently chosen from halogen, cyano, amino, hydroxy, nitro, -COOH, 
aminocarbonyl, Ci-C 6 alkyl, C 3 -C 8 cycloalkyl, C 2 -C 6 alkyl ether, C-Csalkoxy, C r 
Qalkoxycarbonyl, C,-C 6 haloalkoxy, C 2 -C 6 alkanoyl, C 3 -C 6 alkanone, Ci-C 6 hydroxyaIkyl, 
Ci-Qhaloalkyl, C,-C 6 hydroxyalkyl, Q-Qcyanoalkyl, Ci-Ceaminoalkyi, C,- 
C 6 alkylsuIfonyl, mono- and di-(Ci-C 6 alkyl)sulfonamido, mono- and di-(C,- 
C 6 alkyl)aminocarbonyl, mono- and di-(Ci-C6alkyl)aminoCo-C 4 alkyl and (4- to 8- 
membered heterocycloalkyl)Co-C 4 alkyI; 

X, Y and Z are independently CR X or N, such that at least one of X, Y and Z is N; 

R x is independently chosen at each occurrence from hydrogen, d-Cealkyl, amino and cyano; 

R3 is selected from: 

(i) hydrogen, hydroxy, halogen and Cj-Qhaloalkyl; 

(ii) Ci-C 6 alkyl, (C3-C 8 cycloalkyl)Co-C 4 alkyl, phenylCo-C 4 alkyl and pyridylCo-Qalkyl; 
and 

(iii) groups of the formula 

*** or L R 7 

wherein 

L is a single covalent bond or Ci-C 6 alkylene; 
R 5 and R$ are: 

(a) independently chosen from hydrogen, C lr C 8 alkyl, Q-Qalkenyl, C 2 - 
C 8 alkanoyl, (Cs-CgcycloalkyOCo^alkyl, (3- to 7-membered heterocycloalkyl)Qr 
C 4 alkyl, phenylCo-C 6 aIkyI, pyridylC 0 -C 6 alkyl and groups that are joined to L to 
form a 5- to 7-membered heterocycloalkyl; or 

(b) taken together to form a 5- to 7-membered heterocycloalkyl; and < 

R 7 is Ci-C 8 alkyl, (C 3 -C 8 cycloalkyl)<VC 4 alkyl, d-Qalkenyl, C 2 -C 8 alkanoyl, 
phenyIC 0 -C 6 alkyI, pyridylCo-Qalkyl or a group that is joined to L to form a 5- to 
7-membered heterocycloalkyl; 
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wherein each of (ii) and (Hi) is substituted with from 0 to 4 substituents independently 
chosen from halogen, cyano, amino, hydroxy, oxo, C,-C 6 alkyl, C 3 -Qcycloalkyl C 2 - 
Cealkyl ether, C.-Qalkoxy, C 2 -Qalkanoyl, C.-C^aloalkyl, mono- and dKC- 
CealkyDammo, phenyl, 5- to 6-membered heteroaryl and 4- to 8-membered 
heterocycloalkyl, wherein each phenyl, heteroaryl and heterocycloalkyl is substituted 
w,th from 0 to 2 secondary substituents independently chosen from halogen, hydroxy 
amino, cyano, C,-C 4 alkyl, C,-C 4 alkoxy and C,-C 4 haloalkyl; and 
R4 represents from 0 to 2 substituents independently chosen from oxo, C.-Qalkyl C,- 
Gjhaloalkyl; * 

in an amount sufficient to detectably inhibit vanilloid ligand binding to cells expressing a 
cloned capsaicin receptor in vitro, and thereby inhibiting binding of vanilloid ligand to the 
capsaicin receptor in the patient. 

81. A method according to claim 80, wherein the compound is a compound 
according to claim 1. 

82. A method according to claim 80, wherein the compound is a compound 
according to claim 18. v 

A method according to claim 80, wherein the compound is a compound 

claim 1SI 



83 

according to claim 38 



84. A method for treating a condition responsive to capsaicin receptor modulation in 
a patient, comprising administering to the patient a capsaicin receptor modulatory amount of 
a compound having the formula: 



HN' A| 2 



or a pharmaceutically acceptable form thereof, wherein 

Ar, and Ar 2 are independently chosen from phenyl, naphthyl and 5- to 10-membered 
aromatic heterocycles, each of which is substituted with from 0 to 4 substituents 
independently chosen from halogen, cyano, amino, hydroxy, nitro, -COOH 
aminocarbonyl, C.-Qalkyl, C 3 -C 8 cycloalkyI, C 2 -C 6 alkyl ether, C.-Qalkoxy C,- 
Caalkoxycarbonyl, C.-Qhaloalkoxy, C 2 -C 6 alkanoyl, C 3 -C 6 alkanone, C-Qhydroxyalkyl 
C.-QMloalkyl, Q-Qhydroxyalkyl, Q-Qcyanoalkyl, C.-Qaminoalkyl, C,- 
C.alkylsulfonyl, mono- and dKC-C.alkyDsulfonamido, mono- and di-(C,- 
C^lkyOammocarbonyl, mono- and dKC-QalkyDaminoCo-Qalkyl and (4- to 8- 
membered heterocycloalkyl)Co-C 4 alkyl; 
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X, Y and Z are independently CR X or N, such that at least one of X, Y and Z is N; 

R x is independently chosen at each occurrence from hydrogen, C,-C 6 alkyl, amino and cyano; 

R3 is selected from: 

(i) hydrogen, hydroxy, halogen and Ci-C 6 haloalkyl; 

(ii) C,-C 6 allcyl, (C 3 -C 8 cycloalkyl)Co-C 4 alkyl, phenylCo-C 4 alkyl and pyridylCo-C 4 alkyl; 
and 

(iii) groups of the formula 



wherein 

L is a single covalent bond or Ci-Cealkylene; 
Rs and R$ are: 

(a) independently chosen from hydrogen, C,-C 8 alkyl, Ci-C 8 alkenyl, C 2 - 
Cgalkanoyl, (C3-C 8 cycloaIkyI)Co-C 4 alkyl, (3- to 7-membered heterocycloalkyl)C 0 - 
C 4 alkyl, phenylCo-Qalkyl, pyridylC 0 -C 6 alkyl and groups that are joined to L to 
form a 5- to 7-membered heterocycloalkyl; or 

(b) taken together to form a 5- to 7-membered heterocycloalkyl; and 

R 7 is C,-C 8 alkyl, (C 3 -C 8 cycloalkyl)Q-C 4 alkyl, C,-C 8 alkenyl, C 2 -C 8 alkanoyl, 
phenylCo-Cealkyl, pyridylCo-Qalkyl or a group that is joined to L to form a 5- to 
7-membered heterocycloalkyl; 
wherein each of (ii) and (iii) is substituted with from 0 to 4 substituents independently 
chosen from halogen, cyano, amino, hydroxy, oxo, Ci-C 6 alkyl, C 3 -C 8 cycloalkyl, C 2 - 
C 6 alkyl ether, d-Cealkoxy, C 2 -C 6 alkanoyl, C,-C 6 haloalkyl, mono- and di-(C,- 
C 6 alkyl)amino, phenyl, 5- to 6-membered heteroaryl and 4- to 8-membered 
heterocycloalkyl, wherein each phenyl, heteroaryl and heterocycloalkyl is substituted 
with from 0 to 2 secondary substituents independently chosen from halogen, hydroxy, 
amino, cyano, Ci-C 4 alkyl, Ci-C 4 alkoxy and C,-C 4 haloalkyl; and 
Rt represents from 0 to 2 substituents independently chosen from oxo, Ci-C 4 alkyl, C r 
Cthaloalkyl; 

and thereby alleviating the condition in the patient. 

85. A method according to claim 84, wherein the patient is suffering from (i) 
exposure to capsaicin, (ii) burn or irritation due to exposure to heat, (iii) burns or irritation 
due to exposure to light, (iv) burn, bronchoconstriction or irritation due to exposure to tear 
gas, air pollutants or pepper spray, or (v) burn or irritation due to exposure to acid. 

86. A method according to claim 84, wherein the condition is asthma or chronic 
obstructive pulmonary disease. 




or 
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87. A method according to claim 84, wherein the compound is a compound 
according to claim 1 . 

88. A method according to claim 84, wherein the compound is a compound 
according to claim 18. v 

89. A method according to claim 84, wherein the compound is a compound 
according to claim 38. F 

90. A method for treating pain in a patient, comprising administering to a patient 
suffering from pain a capsaicin receptor modulatory amount of at least one compound having 
the formula: & 

HN- Ar 2 

.A. 



M ✓ 

Ari 



Y ^2 

^3 



^CnVr 



or a pharmaceutical^ acceptable form thereof, wherein 

Ar, and Ar 2 are independently chosen from phenyl, naphthyl and 5- to 10-membered 
aromatic heterocycles, each of which is substituted with from 0 to 4 substituents 
independently chosen from halogen, cyano, amino, hydroxy, nitro, -COOH, 
aminocarbonyl C.-Qalkyl, C 3 -C 8 cycloalkyl, C^alkyl ether, C.-C^alkoxy Cl - 
C 6 alkoxycarbonyl, C.-Qhaloalkoxy, C 2 - C6 alkanoyl, C 3 -C 6 alkanone, C.-Qhydroxyalkyl 
Q-Qhaloalkyi, Q-Qhydroxyalkyl, C.-Qcyanoalkyl, C.-Qaminoalkyl, C,- 
Qalkylsulfonyl, mono- and dHQ-QalkyOsulfonamido, mono- and di-(C,- 
C 6 alkyl)aminocarbonyl, mono- and dHC.^alkyOaminoCo^alkyl and (4- to 8- 
membered heterocycloalkyl)Co-C 4 aIkyl; 
X, Y and Z are independently CR X or N, such that at least one of X, Y and Z is N- 
Rx is independently chosen at each occurrence from hydrogen, Q-Qsalkyl, amino and cyano- 
R 3 is selected from: ' 

(i) hydrogen, hydroxy, halogen and C,-C 6 haloalkyl; 

(ii) C-Cealkyl, (C 3 -C 8 cycloalkyl)Co-C 4 alkyl, phenylCo-Qalkyl and pyridyICo-C 4 alkyl; 

and . . .» 

(iii) groups of the formula 

^ or ^ L R 7 . 

wherein 

L is a single covalent bond or Ci-C 6 alkylene; 
Rs and R6 are: 
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(a) independently chosen from hydrogen, Ci-C 8 alkyl, Ci-C 8 alkenyl, C 2 - 
Cgalkanoyl, (C 3 -C 8 cycloalkyl)Co-C 4 alkyl, (3- to 7-membered heterocycloaIkyl)C 0 - 
Qalkyl, phenylC 0 -C 6 alkyl, pyridylCo-Qalkyl and groups that are joined to L to 
form a 5- to 7-membered heterocycloalkyl; or 

(b) taken together to form a 5- to 7-membered heterocycloalkyl; and 

R 7 is C-Cgalkyl, (C 3 -C 8 cycloalM)Co<: 4 aIkyl, C,-C 8 alkenyl, C 2 -C 8 a!kanoyI, 
phenylCo-Qjalkyl, pyridylCo-C 6 alkyl or a group that is joined to L to form a 5- to 
7-membered heterocycloalkyl; 
wherein each of (ii) and (iii) is substituted with from 0 to 4 substituents independently 
chosen from halogen, cyano, amino, hydroxy, oxo, C,-C 6 alkyl, C 3 -C 8 cycloalkyl, C 2 - 
Qalkyl ether, d-Cgalkoxy, C 2 -C 6 alkanoyl, C-Cghaloalkyl, mono- and di-(C,- 
C 6 alkyl)amino, phenyl, 5- to 6-membered heteroaryl and 4- to 8-membered 
heterocycloalkyl, wherein each phenyl, heteroaryl and heterocycloalkyl is substituted 
with from 0 to 2 secondary substituents independently chosen from halogen, hydroxy, 
amino, cyano, d-C 4 alkyl, C,-C 4 alkoxy and C,-C 4 haloalkyl; and 
1^ represents from 0 to 2 substituents independently chosen from oxo, C,-C 4 alkyl, C,- 

Qhaloalkyl; 
and thereby alleviating pain in the patient. 

91 . A method according to claim 90, wherein the compound is present in the blood 
of the animal at a concentration of 1 micromolar or less. 

92. A method according to claim 90, wherein the patient is suffering from 
neuropathic pain. 

93. A method according to claim 90, wherein the pain is associated with a condition 
selected from: postmastectomy pain syndrome, stump pain, phantom limb pain, oral 
neuropathic pain, toothache, postherpetic neuralgia, diabetic neuropathy, reflex sympathetic 
dystrophy, trigeminal neuralgia, osteoarthritis, rheumatoid arthritis, fibromyalgia, Guillain- 
Barre syndrome, meralgia paresthetica, burning-mouth syndrome, bilateral peripheral 
neuropathy, causalgia, neuritis, neuronitis, neuralgia, AIDS-related neuropathy, MS-related 
neuropathy, spinal cord injury-related pain, surgery-related pain, musculoskeletal pain, back 
pain, headache, migraine, angina, labor, hemorrhoids, dyspepsia, Charcot's pains, intestinal 
gas, menstruation, cancer, venom exposure, irritable bowel syndrome, inflammatory bowel 
disease, and/or trauma. 

94. A method according to claim 90, wherein the patient is a human. 

95. A method according to claim 90, wherein the compound is a compound 
according to claim 1 . 
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96. A method according to claim 90, wherein the compound is a compound 
according to claim 1 8. 

97. A method according to claim 90, wherein the compound is a compound 
according to claim 38. 

98. A method for treating itch in a patient, comprising administering to a patient a 
capsaicin receptor modulatory amount of a compound having the formula: 

HN- Ar 2 



R Y Z 



or a pharmaceutical^ acceptable form thereof, wherein 

An and Ar 2 are independently chosen from phenyl, naphthyl and 5- to 10-membered 
aromatic heterocycles, each of which is substituted with from 0 to 4 substituents 
independently chosen from halogen, cyano, amino, hydroxy, nitro, -COOH 
aminocarbonyl, C.-Qalkyl, C 3 -C 8 cycloaIkyl, C.-Qalkyl ether, Q-Qalkoxy C,- 
C 6 alkoxycarbonyl, C.-C^aloalkoxy, C 2 -C 6 alkanoyl, C 3 -C 6 aIkanone, C-Qhydroxyalkyl 
Q-Qhaloalkyl, C.-Qhydrbxyalkyl, Q-Qcyanoalkyl, C.-QaminoalkyI, C,- 
C^lkylsulfonyl, mono- and dHQ-QalkyOsulfonamido, mono- and di-( C] - 
CealkyOaminocarbonyl, mono- and di-CC-QalkyOaminoCo^alkyl and (4- to 8- 
memberedheterocycloalkyl)C 0 -C 4 alkyl; 

X, Y and Z are independently CR X or N, such that at least one of X, Y and Z is N; 

R x is independently chosen at each occurrence from hydrogen, C-Qalkyl, amino' and cyano- 

R3 is selected from: 

(i) hydrogen, hydroxy, halogen and Q-Qhaloalkyl; 

(ii) C-Qalkyl, (C3-C8cycloalkyl)Co-C 4 alkyl, phenylCo-C 4 alkyi and pyridylCo-Qalkyl- 

and . . 

(iii) groups pf.the formula 

•■■ < r » ' '■ "■ ■ ■ 

wherein 

L is a single covalent bond or Ci-C 6 alkylene; 
R5 arid Rg are: 

(a) independently chosen from hydrogen, C,-C 8 alkyl, C,-C 8 alkenyl; C 2 - 
Qalkanoyl, (C 3 -C 8 cycloalkyl)Co-C 4 alkyl, (3- to 7-membered heterocycloalkyl)Co- 
C 4 alkyl, phenylC 0 -C 6 alkyl, pyridylCo-Csalkyl and groups that are joined to L to 
form a 5- to 7-membered heterocycloalkyl; or 
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(b) taken together to form a 5- to 7-membered heterocycloalkyl; and 
R 7 is C,-C 8 alkyl, (C 3 -C 8 cycloaIlcyl)Co-C 4 alkyl, C,-C 8 alkenyl, C 2 -C 8 alkanoyI, 
phenylCo-Cealkyl, pyridylCo-Qalkyl or a group that is joined to L to form a 5- to 
7-membered heterocycloalkyl; 
wherein each of (ii) and (iii) is substituted with from 0 to 4 substituents independently 
chosen from halogen, cyano, amino, hydroxy, oxo, C,-C 6 alkyl, C 3 -C 8 cycloalkyl, C 2 - 
Qalkyl ether, C,-C 6 alkoxy, C 2 -C 6 alkanoyl, C,-C 6 haloalkyl, mono- and di-(Ci- 
C 6 alkyl)amino, phenyl, 5- to 6-membered heteroaryl and 4- to 8-membered 
heterocycloalkyl, wherein each phenyl, heteroaryl and heterocycloalkyl is substituted 
with from 0 to 2 secondary substituents independently chosen from halogen, hydroxy, 
amino, cyano, C,-C 4 alkyl, d-C 4 alkoxy and Ci-C4haloalkyl; and 
R4 represents from 0 to 2 substituents independently chosen from oxo, C,-C 4 alkyl, C,- 

C 4 haloalkyl; 
and thereby alleviating itch in the patient. 

99. A method for treating urinary incontinence or overactive bladder in a patient, 
comprising administering to a patient a capsaicin receptor modulatory amount of a compound 
having the formula: 



or a pharmaceutically acceptable form thereof, wherein 

Ar, and Ar 2 are independently chosen from phenyl, naphthyl and 5- to 10-membered 
aromatic heterocycles, each of which is substituted with from 0 to 4 substituents 
independently chosen from halogen, cyano, amino, hydroxy, nitro, -COOH, 
aminocarbonyl, Ci-C 6 alkyl, C 3 -C 8 cycloalkyl, C 2 -C 6 alkyl ether, C,-C 6 alkoxy, C,- 
Qalkoxycarbonyl, C-Cehaloalkoxy, C 2 -C 6 alkanoyl, CrQalkanone, Q-Qhydroxyalkyl, 
CrCehaloalkyl, C,-C 6 hydroxyalkyl, C,-C 6 cyanoalkyl, C-Qaminoalkyl, C,- 
Cealkylsulfonyl, mono- and di-(Ci-C 6 alkyl)sulfonamido, mono- and di-(C r 
C 6 alkyl)aminocarbonyl, mono- and di-(Ci-C6alkyl)aminoCo-C 4 alkyl and (4- to 8- 
membered heterocycloaIkyl)Co-C 4 alkyl; 

X, Y and Z are independently CR X or N, such that at least one of X, Y and Z is N; 

R x is independently chosen at each occurrence from hydrogen, C,-C 6 alkyl, amino and cyano; 

R3 is selected from: 

(i) hydrogen, hydroxy, halogen and Ci-Cehaloalkyl; 

(ii) Cj-Cealkyl, (C 3 -C 8 cycloalkyl)Co-C 4 alkyl, phenylC-Qalkyl and pyridylCo-C 4 alkyl; 




HN' Ar 2 



and 
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(iii) groups of the formula 
R 5 

or ^ L R 7 

wherein 

L is a single covalent bond or CVQalkylene; 
R5 and R« are: 

(a) independently ehosen from hydrogen, Q-Qalkyl, C.-Calkenyl, C 2 - 
Qa kanoyl, (C3-C 8 cycloalkyl)Co-C 4 alkyl, (3- to 7-membered heteroeycloalkyl)C - 
C 4 alkyl phenylCo-Qalkyl, pyridylC„-C 6 alkyl and groups that are joined to L to 
torm a 5- to 7-membered heterocycloalkyl; or 

(b) taken together to form a 5- to 7-membered heterocycloalkyl- and 

R? Zn^r^ (C - QcyC ^^ C,-C 8 a,kenyl, C 2 -C 8 a.kanoyl, 

phenylCo-Qalkyl, pyndylC 0 -C 6 alkyl or a group that is joined to L to form a 5- to 
7-membered heterocycloalkyl; 

loTT* " d (iii> " SUbStitUted With fr ° m ° t0 4 SUbstituents independently 

Salkvl Z Tn I™' amin °' hydr ° Xy ' ° XO ' C '- C6alky1 ' C-Cscycloalkyl, C 2 - 
C 6 alM ether, C.-Qalkoxy, C 2 -Qalkanoyl, C.-Qhaloalkyl, mono- and d K C - 
C 6 alkyl)am,no, phenyl, 5- to 6-membered heteroaryl and 4- to 8-membered 

trr 0 "^ WhC t 6aCh PhCny1 ' h6ter0aiyI "* ««oalkyl is 

w,th from 0 to 2 secondary substituents independently chosen from halogen, hydroxy 

ammo, cyano, C.-Qalkyl, C.-Qalkoxy and Q-Qhaloalkyl; and 

^ cZXr m 0 t0 2 SUbStitU6ntS ind6PendentIy Ch ° Sen from C.-Qalkyl, Cr 
and thereby alleviating urinary incontinence or overactive bladder in the patient. 

a oatienla!; A ^ ° f ^ * 3 ^ COm P risi ^ altering to 

a P at,ent a capsa,cin receptor modulatory amount of a compound having the formula: 

HN -Ar 2 

. R Y^Z 



An 



or a pharmaceutically acceptable form thereof, wherein 

^aro' ind T ndent,y ChOS6n fr ° m Phenyl > - d 5- to 10-membered 

aromafc heterocycles, each of which is substituted with from 0 to 4 substituents 
independently chosen from halogen, cyano, amino, hydroxy, nitro, -COOH 
71 T , C, " C6alky1 ' C3 - C ^ C,0a1 ^ C ^alkyl ether, C.-Qalkoxy, Cj -' 
SvT^7n A 6ha, ° a,kOXy ' C2 - C « a,kan ^> C 3 -C 6 alkanone, C.-QhaloalM, C - 
Cehydroxyalkyl, Q-QcyanoalkyI, C,-C 6 aminoalkyl, C.-Qalkylsulfonyl, mono- and d- 
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(C r C 6 alkyl)sulfonaniicio, mono- and di-(C,-C 6 alkyl)aminocarbonyl, mono- and di-(C,- 
C 6 alkyI)aminoCo-C 4 alky] and (4- to 8-membered heterocycloalkyl)Co-C 4 alkyl; 

X, Y and Z are independently CR X or N, such that at least one of X, Y and Z is N; 

R x is independently chosen at each occurrence from hydrogen, C r QaIkyl, amino and cyano; 

R3 is selected from: 

(i) hydrogen, hydroxy, halogen and CpCehaloalkyl; 

(ii) C-Qalkyl, (C 3 -C 8 cycloalkyI)Co-C 4 alkyl, phenylCo-C 4 alkyl and pyridylCo-Qalkyl; 
and 

(iii) groups of the formula 

R« or L R 7 

wherein 

L is a single covalent bond or Ci-C6alkylene; 
R5 and Rfi are: 

(a) independently chosen from hydrogen, C r C«alkyI, C,-C 8 alkenyl, C 2 - 
C 8 alkanoyl, (C3-C 8 cycloalkyl)Co-C 4 alkyl, (3- to 7-membered heterocycloalkyl)C 0 - 
Qalkyl, phenylCo-C 6 alkyl, pyridyIC 0 -C 6 alkyl and groups that are joined to L to 
form a 5- to 7-membered heterocycloalkyl; or 

(b) taken together to form a 5- to 7-membered heterocycloalkyl; and 

R 7 is C,-C 8 alkyl, (Ca-CscycloalkyOQK^alkyl, C,-C 8 alkenyl, C 2 -C 8 aIkanoyl, 
phenylCo-Csalkyl, pyridylCo-Qalkyl or a group that is joined to L to form a 5- to 
7-membered heterocycloalkyl; 
wherein each of (ii) and (iii) is substituted with from 0 to 4 substituents independently 
chosen from halogen, cyano, amino, hydroxy, oxo, C,-C 6 alkyl, C 3 -C 8 cycloalkyl, C 2 - 
Qalkyl ether, C-Qalkoxy, C 2 -C 6 alkanoyl, C,-C 6 haloaIkyl, mono- and di-(C,- 
CealkyOamino, phenyl, 5- to 6-membered heteroaryl and 4- to 8-membered 
heterocycloalkyl, wherein each phenyl, heteroaryl and heterocycloalkyl is substituted 
with from 0 to 2 secondary substituents independently chosen from halogen, hydroxy, 
amino, cyano, C r C 4 alkyl, C,-C 4 alkoxy and Ci-C 4 haloalkyl; and 
Ra represents from 0 to 2 substituents independently chosen from oxo, C,-C 4 alkyl, C,- 
C 4 haloaIkyl; 

and thereby alleviating cough or hiccup in the patient. 

101. A method for promoting weight loss in an obese patient, comprising 
administering to a patient a capsaicin receptor modulatory amount of a compound having the 
formula: 
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HN- Ar 2 

or a pharmaceutical^ acceptable form thereof, wherein 

Ar, and Ar 2 are independently chosen from phenyl, naphthyl and 5- to 10-membered 
aromatic heterocycles, each of which is substituted with from 0 to 4 substituents 
independently chosen from halogen, cyano, amino, hydroxy, nitro -COOH 
aminocarbonyl, Q-Qalkyl, C 3 -C 8 cycloalkyl, C 2 -C 6 alkyl ether, Q-C^lkoxy C,- 
Qalkoxycarbonyl, Q-Qhaloalkoxy, Q-C^lkanoyl, C 3 -C 6 aIkanone, C.-Qhaloalky'l C,- 
Qhydroxyalkyl, Q-QcyanoaJkyl, Q-QaminoalkyI, C.-C^lkylsulfonyl, mono- and di- 
(C.-QalkyOsulfonamido, mono- and dKC-QalkyDaminocarbonyl, mono- and di-(C,- 
C 6 alkyl)aminoC 0 -C 4 alkyl and (4- to 8-membered heterocycloalkyl)Co-C 4 alkyl; 

X, Y and Z are independently CR X or N, such that at least one of X, Y and Z is N;' 

R x is independently chosen at each occurrence from hydrogen, Q-Qalkyl, amino'and cyano- 

R3 is selected from: ' 

(i) hydrogen, hydroxy, halogen and C,-C 6 haloalkyl; 

00 C-Qalkyl, (C 3 -C 8 cycloalkyl)C 0 -C 4 alkyl, phenylC 0 -C 4 alkyl and pyridylCo^C 4 alkyl- 
and * 

(iii) groups of the formula 

or 

wherein 

L is a single covalent bond or Ci-C 6 alkylene; 
R5 and Rg are: 

(a) independently chosen from hydrogen, C,-C 8 alkyl, Q-Qalkenyl, C 2 - 
Cgalkanoyl, (C3-C 8 cycloalkyl)Co-C 4 alkyl, (3- to 7-membered heterocycloalkyl)Co- 
Qalkyl, phenylCo-Qalkyl, pyridylCo-Qalkyl and groups that are joined to L to 
form a 5- to 7-membered heterocycloalkyl; or 

(b) taken together to form a 5- to 7-membered heterocycloalkyl; and 

R7 is C,-C 8 alkyl, (C 3 -C 8 cycloalkyl)Co-C 4 alkyl, C.-Qalkenyl, C 2 -C 8 alkanoyl 
phenylCo-Qalkyl, pyridylC 0 -C 6 alkyl or a group that is joined to L to form a 5- to 
7-membered heterocycloalkyl; 
wherein each of (ii) and (iii) is substituted with from 0 to 4 substituents independently 
chosen from halogen, cyano, amino, hydroxy, oxo, Q-Qalkyl, C 3 -C 8 cycloalkyl, C 2 - 
Qalkyl ether, C-Qalkoxy, C 2 -C 6 alkanoyl, C.-Qhaloalkyl, mono- and dHC,- 
C 6 alkyl)amino, phenyl, 5- to 6-membered heteroaryl and 4- to 8-membered 
heterocycloalkyl, wherein each phenyl, heteroaryl and heterocycloalkyl is substituted 
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with from 0 to 2 secondary substituents independently chosen from halogen, hydroxy 
amino, cyano, C,-C 4 alkyl, C.^alkoxy and C.-C^aloalkyl; and 
R4 represents from 0 to 2 substituents independently chosen from oxo, C,-C 4 alkyl, Q- 
C/jhaloalkyl; 

and thereby promoting weight loss in the patient. 

102. A compound or pharmaceutical^ acceptable form thereof according to claim 1 
wherein the compound or pharmaceutical^ acceptable form thereof is radiolabeled. 

103. A compound or pharmaceutical^ acceptable form thereof according to claim 18 
wherein the compound or pharmaceutical^ acceptable form thereof is radiolabeled. 

104. A compound or pharmaceutically acceptable form thereof according to claim 38 
wherein the compound or pharmaceutically acceptable form thereof is radiolabeled. 

105. A method for determining the presence or absence of capsaicin receptor in a 
sample, comprising the steps of: 

(a) contacting a sample with a compound or pharmaceutically acceptable form thereof 
according to claim 1, 18 or 38, under conditions that permit binding of the compound to 
capsaicin receptor; and 

(b) detecting a level of the compound bound to capsaicin receptor, and therefrom 
determining the presence or absence of capsaicin receptor in the sample. 

106. A method according to claim 101, wherein the compound radiolabeled, and 
wherein the step of detection comprises the steps of: 

(i) separating unbound compound from bound compound; and 

(ii) detecting the presence or absence of bound compound in the sample. 

1 07. A packaged pharmaceutical preparation, comprising: 

(a) a pharmaceutical composition according to claim 59 in a container; and 

(b) instructions for using the composition to treat pain. 

108. A packaged pharmaceutical preparation, comprising: 

(a) a pharmaceutical composition according to claim 59 in a container; and 

(b) instructions for using the composition to treat itch. 

109. A packaged pharmaceutical preparation, comprising: 

(a) a pharmaceutical composition according to claim 59 in a container; and 

(b) instructions for using the composition to treat urinary incontinence or overactive 
bladder. 
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1 10. A packaged pharmaceutical preparation, comprising: 

(a) a pharmaceutical composition according to claim 59 in a container; and 

(b) instructions for using the composition to treat cough or hiccup. 

1 1 1 . A packaged pharmaceutical preparation, comprising: 

(a) a pharmaceutical composition according to claim 59 in a container; and 

(b) instructions for using the composition to treat obesity. 

112. (3,4-Difluoro-phenyl)-{2-(2,6-dimethyI.mor P holin-4-ylmethyI)-6-[4-(3- 
tnfluoromemyl^^ or & h ^ ace 

acceptable form thereof. 

1 W; ^ 4 - Difluor o-Phenyl)-{2-memoxymethyl-6-[4<3-^ 
yI)-piperazin-l-yl]-pyrimidin-4-yI}-amine or a pharmaceutically acceptable form thereof. 

114. (3,4-DifIuorophenyl K 5^^ 
pyndylM^perazinyDpyrimidin^-yDamine or a pharmaceutically acceptable form thereof. 

115. (3,4-Difluoro-phenyl)-{2-morpholin-4-ylmethyl-6-[4-(3-trifluoromethyl- 
pyr.dm-2-yl)-pi P erazin-l-yl]- P yrimidm^-yl}-amine or a pharmaceutically acceptable form 
thereof. 

1 16. (3,4-Difluoro-phenyl)-{4-[4-(3-methanesulfonyl-pyridin-2-yI)-2-methyl- 
pi P erazm-l-yl]-6- m orpholin^-yI.[13,5]tria2in-2-yl}-amine (R) or a pharmaceutically 
acceptable form thereof. 

117. (3 > 4-Difluoro-phenyl)-{4-morpholin^-yW-[4K3-trifluoromethyl-pyridin-2- 
yl)-pxpera Z in-l-yl H l,3,5]triazin-2-yl}-amine or a pharmaceutically acceptable form thereof. 

A , M I 1 *: ( *" ch,oro -^^ 

4-yI-Ll,3,5]tnazin-2-yl}-amine or a pharmaceutically acceptable form thereof. 

119. (3^hloro-phehyl)-{4-morpholin^-yW-[4K3-trifluoromethyl-pyridin-2-yl>- 
pipera 2 in-l-yI]-[l,3,5]triazin-2-yl}-amine or a pharmaceutically acceptable form thereof. 

120. (3^hloro-phenyl)-{4-morpholm^-yl-6-[4<3-trifluoromethyl-pyridin-2-yl)- 
piperazm-l-yll-pyrimidin^-yll-amine or a pharmaceutically acceptable form thereof. 

121. (3-Fluoro-phenyl)-{4-moipholin^-yl-6-[4K3-trifluoromemyl-pyridin-2-yI)- 
pipera Z m-l-yl]-[l,3,5]triazin-2-yl}-amine or a pharmaceutically acceptable form thereof. 
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122. (3-Methoxy-phenyl)-{4-morpholin-4-yl-6-[4-(3-tri£luoromethyl-pyridin-2-yl)- 
piperazin-l-yl]-pyrimidin-2-yl}-amine or a pharmaceutically acceptable form thereof. 

123. (4-Chloro-phenyI)-{4-[4-<3-chIoro-pyridin-2-yl)-piperazin-l-yl]-6-morpholin- 
4-yl-[l,3,5]triazin-2-yl}-amine or a pharmaceutically acceptable form thereof. 

124. (4-Chloro-phenyl)-{4-morpholin-4-yl.6-[4-(3-trifluoromethyl-pyridin-2-yl)- 
piperazin-l-yl]-[l,3,5]triazin-2-yl}-amine or a pharmaceutically acceptable form thereof 

125. (4-Fluoro-phenyl)-[2-morpholin-4-yl-6-(4-pyridin-2-yl-piperazin-l-yl)- 
pyrimidin-4-ylJ-amine or a pharmaceutically acceptable form thereof. 

126. (4-Fluoro-phenyl)-{4-morpholin-4-yl-6-[4-(3-trifluoromethyI-pyridin-2-yl)- 
piperazin-l-yl]-[l,3,5]triazin-2-yl}-amine or a pharmaceutically acceptable form thereof. 

127. (4-Fluoro-phenyl)-{4-morpholin-4-yl-6-[4-(3-trifluoromethyl-pyridin-2-yI)- 
piperazin-l-yl]-pyrimidin-2-yl}-amme or a pharmaceutically acceptable form thereof. 

128. (4-Fluoro-phenyl)-{6-morpholin-4-yl-2-[4-(3-trifluoromethyI-pyridin-2-yl)- 
piperazin-l-yl]-pyrimidin-4-yl}-amine of a pharmaceutically acceptable form thereof. 

129. (4-Methoxy-phenyl)-{4-morpholin-4-yl-6-[4-(3-trifluoromethyl-pyridin-2-yl)- 
piperazin-l-yl]-pyrimidin-2-yi}-amine or a pharmaceutically acceptable form thereof. 

130. (4-tert-Butyl-phenyl>[4-(4-pyridin-2-yl-piperazin-l-yl)-6-(2-trifluoromethyl- 
benzyloxy)-[l,3,5]triazin-2-yl]-amine or a pharmaceutically acceptable form thereof. 

131. (4-/er/-Butyl-phenyl)-[4-[2-methyl-4-(3-trifluoromethyl-pyridin-2-yl)- 
piperazin-l-yl]-6-(2-trifluoromethyl-benzyloxy)-[l,3,5]triazin-2-yl]-amine (R) or a 
pharmaceutically acceptable form thereof. 

132. (4^er/-Butyl-phenyl)-[4-^ 

trifluoromethyl-benzyloxy)-[l > 3,5]triazin-2-yl]-amine or a pharmaceutically acceptable form 
thereof. 

133. (4-/er/-Butyl-phenyl)-[4-[4-(3^hloro-pyridin-2-yl)-2-methyl-piperazin-l-yl]- 
6-(2-trifluoromethyl-benzyloxy)-[l,3,5]triazin-2-yl]-amine (R) or a pharmaceutically 
acceptable form thereof. 

134. (4-ter/.Butyl-phenyl)-[4-[4-(3-fluoro-pyridin-2-yi)-2-methyl-piperazin-l -yl]- 
6-(2-tri£luoromethyl-benzyloxy)-[l ,3,5]triazin-2-yl]-amine (R) or a pharmaceutically 
acceptable form thereof. 
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135. (^Butyl-phen^ 

thereof 6 " 2111 ™ ^^^^ W or a pharmaceutically acceptable form 

136. <«**Bu<yH*a^ 
p.pe r a Z in-l- y l]- [ l ) 3 ) 5]tria Z i„-2.yl } .amine (R) or a pharmaceutical acceptable form thereof. 

137. (4-'?r<-Butyl-pheny^^ 
p.perazin-l-y, ] - [ l,3 s 5]tria Z u 1 -2-yI } -ami„e (R) or a pharmaceutically acceptable form thereof. 

pynm.din-4-yl}-amine (R) or a pharmaceutically acceptable form thereof. 

139. [442-MethyM-(3-trifluoromemyl-p yri din-2-yl)-piperazin-l-yn 
pharmaceutically acceptable form thereof. 

140. [4-[2-MethyI-4-(3-trifluoromemyI-pyridin-2-yl)-piperazin-l-yn-6^4- 
tnfluoromethyl-phenyl>[l,3,5]triazm-2-ylH4-tri^ (S) or a 
pharmaceutically acceptable form thereof. 

nh.nvnn 1 ; ,/ 4 ." [4 ^ 3 : Chl0r0 - pyridte ^^ 

phenyl)- [ l,3,5]tr,a Z m-2-yl]-(4-trifluoromethyl-phen y l)-amine or a pharmaceutically 
acceptable form thereof. 

142. [4-[4-(3<*loro- P y^ 

benzyloxyHU,5]triazi„-2-y, H 4-trifluorome^^ (R) or a pharmaceutical* 

acceptable form thereof. 3 



143. r4-[4-(3-Chloro-p^ 

Phenyl H l A5]tria^^^ a pharmaceutically ' 

acceptable form thereof. 

r, , „ 144 ' ^ 4 " [4 ^ hl ° r ^ P ^^ 

[l^^ltnazin^ylJ^-fluoro-phenyD-amine or a pharmaceutically acceptable form thereof. 

145 [4-[4K3.Fluoro-pyridin-2-yl)-2-me^^^ 
benzyloxyMl^^^^ (R) or a ph amiaceutica „ y 
acceptable form thereof. 

146 ^2-DiethyIamm^^^ 
pynm^m^-yD^^-difluoro-phenyD-amine or a pharmaceutically acceptable form thereof 
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147. {4-(2-Chloro-phenyl)-6-[2-methyl-4-(3-trifluoromethyl-pyridin-2-yl)- 
piperazin-l-yl]-[l,3,5]triazin-2-yl}-(4-trifluoromethyl-phenyl)-amine (S) or a 
pharmaceutically acceptable form thereof. 

148. {4-(3 > 4-Difluoro-phenylamino)-6-[4-(3-trifluoromethyl-pyridin-2-yl)- 
piperazin-l-yl]-pyrimidin-2-yl}-methanol or a pharmaceutically acceptable form thereof. 

1 49. {4-(4-Butyl-phenyl)-6-[4K3K;hloro-pyridin-2-yl)-2-methyl-piperazin- 1 -yl]- 
[l,3,5]triazin-2-yl}-(4-tri£luoromethyl-phenyl)-amine or a pharmaceutically acceptable form 
thereof. 

150. {4,6-Bis-[4-(3-chloro-pyridin-2-yl)-piperazin-l-yI]-[l,3,5]triazin-2-yl}-(4- 
trifluoromethyl-phenyl)-amine or a pharmaceutically acceptable form thereof. 

151 . {4-[4-(3-Chloro-pyridin-2-yl)-2-methyl-piperazin-l-yl].6-morpholin-4-yl- 
[l,3,5]triazin-2-yl}-(3,4-difluoro-phenyl)-amine (R) or a pharmaceutically acceptable form 
thereof. 

152. {4-[4-(3-Chloro-pyridin-2-yl)-2-methyl-piperazin-l-yl]-6-morpholin-4-yl- 
[l,3,5]triazin-2-yl}-(3-fIuoro-phenyl)-amine or a pharmaceutically acceptable form thereof. 

153. {4-[4-{3-ChIoro-pyridin-2-yl)-piperazin-l-yl]-6-methyl-[l,3,5]triazin-2-yl}- 
(4-trifluoromethyl-phenyl)-amine or a pharmaceutically acceptable form thereof. 

154. {444-(3-Chloro-pyridm-2-yl)-piperazin-l-yl]-6-morphoIin-4-yl-[l,3,5]triazin- 
2-yl}-(3-fluoro-phenyl)-amine or a pharmaceutically acceptable form thereof. 

155. {4-[4-(3-ChIoro-pyridin-2-yl)-piperazin-l-yl]-6-morpholin-4-yl-[l ) 3,53triazin- 
2-yl}-(4-fluoro-phenyl)-amine or a pharmaceutically acceptable form thereof. 

156 - (^-[ 4 K3-Chloro-pyridin-2-yl)-piperazin-l-yl] 
2-yl}-p-tolyl-amine or a pharmaceutically acceptable form thereof. 

157. {4-[4<3-Chloro-pyridin-2-yl)-piperazin-l-yl]^-morpholin-4-yl-[l,3,5]triazin- 
2-yl}-(3,4-difluoro-phenyl)-amine or a pharmaceutically acceptable form thereof. 

158. {4-[4<3-Chloro-pyridm-2-yl)-piperazin-^ 
2-yl}-(4-trifluoromethyl-phenyl>amine or a pharmaceutically acceptable form thereof. 

159. {4-[4K3-Chloro-pyridin-2-yl)-piperazin-l-yl]-6-morpholin-4-yl-[l,3,5]triazin- 
2-yl}-phenyl-amine or a pharmaceutically acceptable form thereof. 
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160 ^ ^-^-C^-Pyrid^-yO-piperazin-l-yl]^ 
2-yI}.(4-tnfluoromethyl-phenyl)-amine or a pharmaceutically acceptable form thereof. 

161. {4-[4-(3-Chloro- P yridm-2-yl>pip eraz in-l-yl]-6-piper^^ 
2-yl}-(3-fluoro-phenyl)-amine or a pharmaceutically acceptable form thereof. 

162. {4-[4-(3-ChIoro-pyrid,n^^ 
2-yl}-(3-fluoro-phenyl)-amine or a pharmaceutically acceptable form thereof. 

163 - ^-^P^^-y^W-chloro-pyridin^-yl^ 
yI}-(3-fluoro-phenyl)-amine or a pharmaceutically acceptable form thereof. 

164. {4^hloro-6-[2-memyM-(3-trifluoromemyl-pyridm-2-yl)-p 

[l,3,5]tnazm-2-yl}-(4-trifluoromethyl-phenyl)-amine (S) or a pharmaceutically acceptable 
form thereof. 

165. {4-ChIoro-6-[4-(3-chloro-pyridin-2-yl)-2-methyl-piperazin-l-yl]- 
[l,3,5]triazin-2-yl } -[4-(l W-tetrnfluoro-l-trifluoromethyl-ethyO-phenylJ-amine (R) or a 
pharmaceutically acceptable form thereof. 

166. (^hloro^^hloi^^ 
trifluoromethyl- P henyl)-amine or a pharmaceutically acceptable form thereof. 

167. {4-Morpholin^-yl-6-[4.(3.trifluoromemyl-pyridin-2-yl).piperazin-l-yl]- 

[U^tnazm^-yD^-trifluoromethyl-phenyD-amine or a pharmaceutically acceptable form 
thereof. 

168. {4-Morpholin^-yl-6-[4K3-trifluoromethyl-pyridin-2-yl)-pipera Z m^ 
[l,3,5]tnazin-2-yl}-p-tolyI-amine or a pharmaceutically acceptable form thereof. 

. { : 169. {4-Morpholm^-ylH^^^ 
pynmidin-2-yl}-o-tolyl-amine or a pharmaceutically acceptable form thereof. 

170. {4-Morpholm^-yl-6-[4-(3-trifl^^^ 
pyrimidin-2-yl}-m-tolyl-amine or a pharmaceutically acceptable form thereof. 

171. {4-Morpholin^-yl-6^[4K3^trifluoromemyl-pyridin-2-yO 
pynmidin-2-yl}-p-tQlyl-amine or a pharmaceutically acceptable form thereof. 

172. {6-ChIoro-2-[4-(3^hlo^ 
yl}-(4-tnfluororhethyl-phenyl)-amine (R) or a pharmaceutically acceptable form thereof. 
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173. {6-MorphoIin-4-yl-2-[4-(3-trifluoromethyl-pyridin-2-yl)-piperazin-l-yl]- 
pyrimidin-4-yl}-p-tolyl-amine or a pharmaceutically acceptable form thereof. 

174. 4-{4-[4^3^hloro-pyridin-2-yl)-piperazin-l-yl]-6-diethylamino-[l,3,5]triazin- 
2-yIamino}-benzonitrile or a pharmaceutically acceptable form thereof. 

175. 6-[4-(3-Chloro-pyridin-2-yl)-2-methyl-piperazin-l-yl]-N-(3,4-difluoro- 
phenyO-N'.N'-diethyl-Cl.a.Sjtriazine^^-diamine (R) or a pharmaceutically acceptable form 
thereof. 

176. 6-[4-(3-Chloro-pyridin-2-yl)-2-methyl-piperazin-l-yl]-N-(3-methyl-butyl)-N'- 
(4-trifluoromethyI-phenyl)-[l,3,5]triazme-2 > 4-diamine (R) or a pharmaceutically acceptable 
form thereof. 

177. 6^4-(3<:hloro-pyridin-2-yl)-2-methyl-piperazin-l-yl]-N-(3-phenyl-propyl)- 
N'-^-trifluoromethyl-phenyO-tl ,3,5]triazine-2,4-diamine (R) or a pharmaceutically 
acceptable form thereof. 

178. 6-[4-(3-Chloro-pyridin-2-yl)-2-methyl-piperazin-l-yl]-N-(3.trifluoromethyl- 
benzyO-N^-trifluoromethyl-phenyO-Cl^.Sltriazine^^-diamine (R) or a pharmaceutically 
acceptable form thereof. 

1 79. 6-[4-(3-Chloro-pyridin-2-yl)-2-methyl-piperazin-l -yl]-N,N-dimethyI-N , -(4- 
trifluoromethyl-phenyl)-[l,3,5]triazine-2 J 4-diamine (R) or a pharmaceutically acceptable 
form thereof. 

1 80. 6-[4-(3-Chloro-pyridin-2-yl)-2-methyl-piperazin- 1 -yl]-N,N-dimethyl-N'-(4- 
trifluoromethyl-phenyO-tl^.SJtriazine^^-diamine (S) or a pharmaceutically acceptable 
form thereof. 

18i: 6 -[ 4 -( 3 -ChI6rb-pyridm-2-yl)-2-m6myl^^ 

trifluoromethyl-phenyl)-[l,3,5]triazine-2,4-diaraine (R) or a pharmaceutically acceptable 
form thereof. 

182. 6-[4^3<:hloro-pyridin-2-yl)-2-methyl-piperazin-l-yl]-N-isobuty 
(l,2,2>tetrafluoro-l-trifluoromemy^ (R) or a 
pharmaceutically acceptable form thereof. 

183. 6-[4-(3-Chloro-pyridm-2-yl)-2-methyl-pipeiazin-l-yl]-N-isobutyl-N , -(4- 
trifluoromethyl-phenyl)-tl,3,5]triazine-2,4-diamine (R) or a pharmaceutically acceptable 
form thereof. 
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xr, ,„ - 184 " 6 " [4 " (3 ^ hlor ^ pyridta - 2 -y I > 2 - me *y 1 -P i Pera2in-l-yl].N-isopropyI-N-me^ 
NK4-trifluo ro methyl-phenyI)-[l,3,5]f J iazine-2,4-diamine (R) or a phamiaceutically 
acceptable form thereof. 

185. 6-[4K3-ChIoro-pyridin-2-yl)-2-m^^ 

(4-tr.fluoromemyl-phenylHl J 3,5]triazme-2 > 4^iamin^ (R) or a pharmaceutical* acceptable 
form thereof. 

1 86. 6-[4-(3-Chloro-pyridin-2-yl)-2-methyl-piperazin-l -yll-N-propyl-N'^- 

tr.fluoromethyl-phenylHl,3,5]triazine-2,4-diamine (R) or a pharmaceutical* acceptable 
form thereof. 

187. 6-[4^3-Chloro-pyridin-2-yl)-2^ 
0>2,2,2-tetrafluoro-l-rtfluorome%^^ (R) or a 
pharmaceutically acceptable form thereof. 

1 88. 6W3<:Moro-pyridm-2-yl)^ 
diethyl-[U,5]triazme-2,4-diamirie or a pharmaceutically acceptable form thereof. 

189. 6-[4<3^hloro-pyridin-2-yl)-piperazm-l-yl]-NK3-fluoro-phenyl)-N'-me^ 
N'- P ropyl-[l,3,5]triazine-2 5 4-diamine or a pharmaceutically acceptable form thereof. 

190. 6-[4K3<:hloro-pyridin-2-yl)-piperazin-l-yl]-N-(3-fluoro-phenyl)-N^N•- 
dimethyl-[l,3,5]triazine-2,4-diamine or a pharmaceutically acceptable form thereof 

191 . 644-(3-ChIoro-pyridin-2-yl)-pi P erazm-l-yI]-N-(3-fluoro-phenyl)-N'- 
isopropyl-N'-methyl-fl^.Sltriazine-^-diamine or a pharmaceutically acceptable form 
thereof. 

192. 6-[4^3<;hloro-pyridin-2-yl)^ 

[1 ,3,5]triazme-2;4-d?amine or a pharmaceutically acceptable form thereof. 

193. e-^-CS^hloro-pyridin^-yO-pipeiazm-l-ylJ-N^iemyl-NHS-fluoro- 
phenylHl ,3,5]triazine-2,4-diamine or a pharmaceutically acceptable form thereof. 

.194. 6-[4:(3<:hIoro-pyridin-2-y^^ 
phenyl)-[l ,3,5]triazineA4^iamine or a pharmaceutically acceptable form thereof. 

195. 6-[4^3^hloro-pyridm-2-yl)-piperazin-l-yl]-N,N-diemyl-NH4-fluoro- 
phenylH13,5]triazine-2^diamine or a pharmaceutically acceptable form thereof. 
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1 96. 6-[4-(3-Chloro-pyridin-2-yl)-pipera2in-l -yl]-N,N-dimethyl-N'-(4- 

trifluoromethyl-phenyI>[l 5 3,5]triazin e -2,4-diamine or a pharmaceutical^ acceptable form 
thereof. 

197. 6-[4-(3<:hIoro-pyridin-2-yl)-piperazin-l-yl]-N-ethyl-N'-(3-fluoro-phenyl)-N- 
methyI-[l,3,5]triazine-2,4-diamine or a pharmaceutically acceptable form thereof. 

198. 6-[4<3<:hloro-pyridin-2-yl)-piperazin-l-yI]-N-ethyI-N'-(3-fluoro-phenyl)-N- 
isopropyl-[l,3,5]triazine-2,4-diamine or a pharmaceutically acceptable form thereof. 

199. e-^-CS-Chloro-pyridin^-yl^piperazin-l-ylJ-N-ethyl-N-isopropyl-N'^ 
trifluoromethyl-phenyl)-[l s 3,5]triazine-2,4-diamine or a pharmaceutically acceptable form 
thereof. 

200. 6-[4-{3-Chloro-pyridin-2-yl)-piperazin- 1 -yl]-N-isopropyl-N-methyI-N , -(4- 
trifluoromethyl-phenyl)-[l,3,5]triazine-2,4-diamine or a pharmaceutically acceptable form 
thereof. 

20 1 . e-^^-Chloro-pyridin^-yO-piperazin-l-yll-N-isopropyl-N-methyl-N'- 
phenyl-[l,3,5]triazine-2,4-diamine or a pharmaceutically acceptable form thereof. 

202. 6-[4-(3^hloro-pyridin-2-yl)-piperazin-l-yl]-N-methyl-N'-(4-trifluoromethyl- 
phenyl)-[l,3,5]triazine-2,4-diamine or a pharmaceutically acceptable form thereof. 

203. N-(2,5-Dimethoxy-phenyl)-N , ,N'-<liethyI-6-(4-pyridin-2-yl-piperazin-l-yl)- 
[l,3,5]triazine-2,4-diamine or a pharmaceutically acceptable form thereof. 

204. N-(3,4-Difluoro-phenyl)-N , 5 N , -diethyl-6-(4-pyridin-2-yl-piperazin-l-yl)- 
[l,3,5]triazine-2,4-diamine or a pharmaceutically acceptable form thereof. 

205. fr:(3,4-pifluo^ 

pyridm-2-yl)-piperazin4-yl]-[i;3,5]triazine-2,4-diamine (R) or a pharmaceutically acceptable 
form thereof. 

206. N^^-Difluoro-phenyO-N-^Kliemyl-e-^^-memanesulfonyl-pyridin^-yl^ 
2-methyl-pipera2in-l.yl]-[l,3,5]triazine-2,4-diamine (R) or a pharmaceutically acceptable 
form thereof. 

207. N-(3-ChIoro-phenyl)-6-[4-(3-chloro-pyridin-2-yl>piperazin-l-yl]-N , ,N , - 
diethyl-[l,3,5]triazine-2,4-diamine or a pharmaceutically acceptable form thereof. 
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i n J^' "^" Me * y, - bU ^ 

l-yl]-N ■ ■(4-tnfluoromethyl-phenyl H 13,5]triazi n e-2,4Kliamine (S) or a pharmaceutical* 
acceptable form thereof. 



razin- 



209 NK3-MemyI-butyl>N-K4-trifluoromethyl-phenyl>6-[4^ 

pynd,n-2-yl)-pi P era Z m-l-yl]- [ 13,5]tria Z ine-2 ) 4^am^ or a pharmaceutical* acceptable 
form thereof. 

210. N J N-Diallyl-6-[4K3^hloro-pyridin-2-yl)-2-memyI-pipera2in-l-yn-N'-f4- 
h-ifluoromethyl-pheny^fLS^ltriazine^-diamine (R) or a pharmaceutical* acceptable 
form thereof. v 

211. N,N-Dibutyl-6-[4-(3-cWoro-pyridin-2-yl)-2-memyl-pipe^ 

^ ° f 3 P hanmaceuticaI 'y stable 

212. N,N-Diemyl-N'K4-fluoro-phenyl)-6-(4-pyridin-2-yl-piperazin-l-yl)- 
[l,3,5]tnazine-2,4-diamine or a pharmaceutical* acceptable form thereof. 

213. N,N-Dimethyl^4-phenyI^^ 
[l,3,5]tnazine-2,4-diamine or a pharmaceutical* acceptable form thereof. 

214. N,N-Dimethyl^4-p^^ 
phenyl)-[l,3,5]triazine-2,4-diamine or a pharmaceutical* acceptable form thereof. 

215. N,N-Dimemyl-N^ 

2-yl)-p,pera Z in-l-yl]-[l,3 J 5]tria Z ine-2,4-diamine or a pharmaceutical* acceptable form 
thereof. 

216. W-Dimethyl-^^ 
ylMU,5]triazine-2,4^iamine or a pharmaceutical* acceptable form thereof. 

217. N-Benzyl^[4H(3^hloro-^ 

tofluoromethyl-phenyl)-[l ,3,5]triazine-2,4^iami„e (R) or a pharmaceutical* acceptable 
form thereof. 

218. N-ButyW-[4^2^ 2 2 2 _ 

tetrafluoro-l.trifluoromethyl.ethyl>phenyl].[13,5^^ 
pharmaceutically acceptable form thereof. 
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219. N-Butyl-6-[4-(2-chloro-phenyl)-2-methy^^ 
tetrafluoro-l-trifluorome (R) or a 
pharmaceutically acceptable form thereof. 

220. N-Butyl-6-[4^3-chlorcHpy^ 
trifluoromethyl r phenyl)-[l,3,5]tria2ine-2,4-dianiine (R) or a pharmaceutically acceptable 
form thereof. 

22 1 . N-Butyl-6-[4-(3 -chloro-pyridin-2-yl)-2-methyI-piperazin- 1 -yl]-N , -(4- 
trifluoromethyl-phenyl)-[l,3,5]triazine-2,4-diamine (R) or a pharmaceutically acceptable 
form thereof. 

222. N-Butyl-6-[4-(3^hloro-pyridm^ 

(4-trifluoromethyl-phenyl)-[l,3,5]triazine-2,4-diamine (R) or a pharmaceutically acceptable 
form thereof. 

223. N-Butyl-6-[4-(3^hloro-pyridin^^ 
methyl-[l,3,5]triazine-2 5 4-diamine or a pharmaceutically acceptable form thereof. 

224. N-Isopropyl-N-methyl-N'^-trifluoromethyl-phenyO-e-^^-trifluoromethyl- 
pyridin-2-yl)-piperazin-l-yl]-[l,3,5]triazine-2,4-diamine or a pharmaceutically acceptable 
form thereof. 

225. N-Isopropyl-N-methyl-N^phenyl-e^^-CS-trifluoromethyl-pyridin^-yl)- 
piperazin-l-yl]-[l,3,5]triazine-2,4-diamine or a pharmaceutically acceptable form thereof. 

226. N-MethyI-N-propyl-NX4-trifluo 
pyridin-2-yl)-piperazin-l-yl]-[l,3,5]triazine-2,4-diamine or a pharmaceutically acceptable 
form thereof. 

227. N-sec-Butyl-6-[4-(3-chloro-pyridin-2-yl)-2-methyl-piperazin-l-yl] 

(1 A2,2-tetrafluoro-l-trifluorome^ (R) or a 

pharmaceutically acceptable form thereof. 

228 . Phenyl- {6-piperidin- 1 -yl-2-[4-<3 -trifluoromethy l-pyridin-2-y l)-piperazin- 1 - 
yI]-pyrimidin-4-yl}-amine or a pharmaceutically acceptable form thereof. 
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